The purpose of this study is to evaluate the associations between gastroesophageal reflux disease (GERD) and depression using a national sample cohort of the Korean population. Data were collected from individuals ≥20 years old in the Korean National Health Insurance Service-National Sample Cohort between 2002 and 2013. We designed two different nested case-control studies. In study I, 60,957 participants with depression were matched at a 1:4 ratio with 243,828 controls, and their previous histories of GERD were analyzed. In study II, 133,089 participants with GERD were matched at a 1:2 ratio with 266,178 controls, and their previous histories of depression were analyzed. Crude and adjusted odds ratios (ORs) were analyzed using unconditional logistic regression analyses, and 95% confidence intervals (CIs) were calculated. Subgroup analyses were performed according to age and sex. The adjusted OR for GERD was 2.01 (95% CI = 1.96-2.07) in the patients with depression (study I). The adjusted OR for depression was 1.48 (95% CI = 1.43-1.52) in the patients with GERD (study II). The results of the subgroup analyses were consistent. GERD and depression displayed bidirectional associations.
Results
Study I. The rate of GERD was higher in the depression group (16.3% [9,959/60,957] ) than in the control I group (9.0% [21,963/197 ,904], P < 0.001, Table 1 ). The general characteristics (age, sex, income, region of residence, and histories of hypertension, diabetes, and dyslipidemia) of the participants were exactly the same after matching (P = 1.000). Higher rates of ischemic heart disease and cerebral stroke were observed in the depression group (all, P < 0.05).
The crude and adjusted odds ratios (ORs) for GERD were 1.97 (95% confidence interval (CI) = 1.92-2.02) and 2.01 (95% CI = 1.96-2.07), respectively, in the depression group (P < 0.001, Table 2 ).
In the subgroup analyses, higher crude and adjusted ORs for GERD were observed in the depression group (P < 0.05, Table 3 ). The adjusted ORs were 2.35 (95% CI = 2.10-2.63) in men <40 years old; 2.05 (95% CI = 1.91-2.21) in women <40 years old; 2.17 (95% CI = 2.03-2.33) in men 40-59 years old; 1.99 (95% CI = 1.90-2.09) in women 40-59 years old; 1.99 (95% CI = 1.85-2.15) in men ≥60 years old; and 1.90 (95% CI = 1.81-2.01) in women ≥60 years old.
Study II. A higher rate of depression was observed in the GERD group (5.7% [7,625/133 ,089]) than in the control II group (3.9% [10,474/266 ,178], P < 0.001, Table 1 ). The general characteristics (age, sex, income, region of residence, and histories of hypertension, diabetes, and dyslipidemia) of the participants were exactly the same after matching (P = 1.000). Higher rates of ischemic heart disease and cerebral stroke were observed in the GERD group (all, P < 0.05).
The crude and adjusted ORs for depression were 1.48 (95% CI = 1.44-1.53) and 1.48 (95% CI = 1.43-1.52), respectively, in the GERD group (P < 0.001, Table 4 ).
In the subgroup analyses, higher crude and adjusted ORs for depression were recorded in the GERD group (P < 0.001, Table 5 ). The adjusted ORs were 1.44 (95% CI = 1.27-1.63) in men <40 years old; 1.64 (95% CI = 1.50-1.78) in women <40 years old; 1.51 (95% CI = 1.40-1.64) in men 40-59 years old; 1.47 (95% CI = 1.40-1.55) in women 40-59 years old; 1.39 (95% CI = 1.26-1.53) in men ≥60 years old; and 1.43 (95% CI = 1.34-1.52) in women ≥60 years old.
Discussion
Higher ORs for GERD were observed in the depression group. Moreover, the ORs for depression were higher in patients with GERD. Because the general characteristics of the extracted study population were different in study I and study II, the ORs (OR for GERD in patients with depression; OR for depression in patients with GERD) were not the same in study I and study II. In both studies, these relationships were consistent in the subgroup analyses stratified according to age and sex. To our knowledge, this study is the first to confirm the bidirectionality of these associations using two different cohorts. Because the two diseases are associated, clinicians treating one disease should consider the presence of the other disease.
The results of this study were similar to those of previous studies. The incidence ratio for depression was 2.29 (95% CI = 1.58-3.36) in patients with GERD in a previous study 10 , and another study revealed that the hazard ratio for depression was 3.37 (95% CI = 2.49-4.57) in patients with GERD 12 . Here, the adjusted OR for GERD in patients with depression was 2.01 (95% CI = 1.96-2.07) in study I. Previous studies have reported ORs of 1.7 (95% CI = 1.4-2.1) 13 and 3.16 (95% CI = 2.71-3.68) 11 for GERD in patients with depression. Here, the adjusted OR for depression in patients with GERD was 1.48 (95% CI = 1.43-1.52) in study II.
We have identified several possible explanations for the observation that GERD increased the risk of depression. First, the esophageal mucosa of patients with GERD contains large amounts of cytokines, such as interleukin (IL)-6, IL-8, IL-1beta, interferon gamma (IFN-γ), and tumor necrosis factor alpha (TNF-α) 16 . The increased levels of these immune mediators in peripheral organs might be associated with the upregulation of central nervous system inflammation 17 , which might affect depression and bipolar disorder 18, 19 . Second, frequent arousal by GERD might activate the autonomic nervous system and increase sympathetic activation 20 . Acid reflux stimulates the vagus nerve and triggers bronchoconstriction 21 , which could result in sleep disorders and affect mood disorders 22 . Third, the reflux symptom itself could result in depression if patients are constantly feeling upset about their condition 23 . Depression might also increase the risk of GERD. First, the fear of reflux symptoms might increase the individual's perception of reflux symptoms 23 . Psychological factors could reduce the sensation threshold in the body 23 and increase the sensation of esophageal stimulation 24 . Second, depression might actually increase reflux. Psychological factors can decrease the pressure of the lower esophageal sphincter 23 , change esophageal motility 23 , increase gastric acid secretion 24 , and decrease acid clearance in the esophagus 24 . Third, antidepressant medication might aggravate reflux 25 . Anticholinergic drugs may lower the pressure of the lower esophageal sphincter 26 . Moreover, drugs have been shown to delay gastric emptying, inhibit esophageal peristalsis, and decrease salivary secretion 25 . Furthermore, confounders such as obesity, eating habits, smoking, alcohol drinking, lack of sleep, and high stress might aggravate both GERD and depression 27, 28 . Stress induces GERD 29 and promotes depression 30 . The advantages of this study are similar to those of our previous studies using the national sample cohort [31] [32] [33] . We used a large, representative nationwide population. Because the NHIS data include all citizens of the nation without exception, no participants were lost to follow-up. The control groups were randomly selected by matching for age, sex, income, region of residence, and past medical histories to avoid confounding effects. Furthermore, an adjusted regression model was used to minimize the influence of confounders. Because of the large number of Depression (n, %) Control I (n, %) P-value GERD (n, %) Control II (n, %) P-value participants, we maintained the statistical power in the split study design. Thus, we performed subgroup analyses. Moreover, we performed two different studies. Because of the cohort study design, we could differentiate whether GERD or depression might initiate the relationship. This study has several limitations. Despite the cohort study design, we were not able to exclude the effects of possible confounders that might affect both GERD and depression. Because data on body mass index, smoking, alcohol, and sleep habits were not available, we could not adjust for these factors. We were not able to analyze the severity of both GERD and depression, and patients who did not consult a clinician may have been missed. Because of the nested case-control study design, the ORs between risk factors (independent variable) and results (dependent variable) should be interpreted carefully. Because the participants were selected using ICD-10 codes, this study has the possibility of over-or underestimation of the associations examined. We considered GERD on the basis of diagnostic codes and treatment histories without endoscopic findings. Therefore, we were not able to determine whether these patients had only symptomatic GERD or erosive GERD.
The ORs for GERD were higher in patients with depression, and higher ORs for depression were also observed in patients with GERD. These associations were consistent among different age groups and sexes. 
Materials and Methods

Study Population and Data Collection. This study was approved by the ethics committee of Hallym
University (2014-I148). The Institutional Review Board excused the requirement to obtain written informed consent from study participants. Every survey reported in this study was conducted in agreement with the guidelines of the ethics committee of Hallym University.
The present study was based on data from the Korean National Health Insurance Service-National Sample Cohort (NHIS-NSC). To minimize nonsampling errors, the samples were extracted exactly from the mother population of the Korean NHIS. Approximately 2% (one million) of the whole Korean population (50 million) was chosen. These sampled data represent the mother population obtained by stratified systemic sampling methods. The selected population was classified at 1,476 levels (age [18 categories], sex [2 categories], and income level [41 categories]). The validity of the sample cohort was confirmed in a previous study 34 . The specific procedures for sampling the cohort are described on the website of the National Health Insurance Sharing Service 35 . This cohort database comprises detailed medical management histories for every participant from 2002 to 2013: (i) personal information, (ii) health insurance claim codes (procedures and prescriptions), (iii) diagnostic codes using the International Classification of Disease-10 (ICD-10), (iv) death records from the Korean National Statistical Office (using the Korean Standard Classification of Disease), (v) socio-economic data (residence and income), and (vi) medical examination data
The precise population statistics were derived using these NHIS data. The Korean Health Insurance System is mandatory for all Koreans. Using the Health Insurance Review & Assessment (HIRA) system, all medical records can be traced without exception in Korea. Moreover, the possible overlapping of medical records was minimized, even when a patient moved to a different region of residence. All patients are registered using a 13-digit registration number in Korea. The 13-digit registration number is legally issued to every Korean for life. The death of a patient must be reported to an administrative entity before a funeral is conducted. The date and cause of death are listed on a death certificate issued by medical doctors.
Participant Selection. All 1, 125 ,691 patients with 114,369,638 medical claim codes were used in this study.
Among these participants, patients with depression were included. Depression was diagnosed based on the ICD-10 codes F31 (bipolar affective disorder) through F39 (unspecified mood disorder) by a psychiatrist from 2002 through 2013 33, 36 . Only participants who were treated ≥2 times were included (n = 68,019). GERD was selected using the ICD-10 code K21 during the same periods considered for depression 37 . Patients who were treated ≥2 times and were prescribed a proton pump inhibitor (PPI) for ≥2 weeks were included (n = 137,807).
Study I. The participants in the control I group, who were never treated for depression during the same period, were matched 1:4 with the participants with depression for age, group, sex, income group, region of residence, and past medical histories (hypertension, diabetes, and dyslipidemia). These participants were extracted from the mother population (n = 1,057,672). The participants in the control I group were arranged using a random number order and then chosen in descending order. The control I participants and participants with depression were presumed to be concurrently enrolled in this study (index date). Thus, participants who died before the index date were excluded from the control group. Participants with depression for whom we were not able to identify a sufficient number of matching participants were excluded (n = 621). Participants aged less than 20 years were also excluded (n = 6,441). Ultimately, 60,957 participants with depression participants and 243,828 control I participants were included (Fig. 1a) . However, the past medical histories of ischemic heart disease or cerebral stroke were not matched because such rigorous matching elevated the dropout rate due to the absence of control participants. Using these matched groups, we investigated the previous histories of GERD in both the depression and control I groups.
Study II. The participants in the control II group, who were never diagnosed with GERD, were matched 1:2 with the GERD participants from 2002 through 2013 in this cohort. The control groups were extracted from the mother population (n = 987,884). The age, group, sex, income group, region of residence, and past medical histories (hypertension, diabetes, and dyslipidemia) were matched between the participants with GERD and the control II group. The control II participants were arranged using another set of random numbers and then chosen in descending order to minimize selection bias. The control II participants and participants with depression were presumed to be concurrently enrolled in this study (index date). Thus, participants who died before the index date were excluded. The participants with GERD for whom we were not able to identify a sufficient number of matching participants were excluded (n = 1,576). Participants aged less than 20 years were also excluded (n = 3,142). As a result, 133,089 participants with GERD and 266,178 control II participants were included (Fig. 1b) . However, the past medical histories of ischemic heart disease and cerebral stroke were not matched for the same reason mentioned above. The previous histories of depression in both the GERD and control II groups were analyzed.
Variables. Age groups were categorized in 5-year intervals: 20-24, 25-29, 30-34…, and 85+ years old.
Fourteen age groups were classified. The income groups were initially classified into 41 classes (one health aid class, 20 self-employment health insurance classes, and 20 employment health insurance classes). These groups were then integrated into 11 classes (class 1 [lowest income]-11 [highest income]). Region of residence was classified into 16 areas in accordance with administrative areas. These regions were further classified into urban (Seoul, Busan, Daegu, Incheon, Gwangju, Daejeon, and Ulsan) and rural (Gyeonggi, Gangwon, Chungcheongbuk, Chungcheongnam, Jeollabuk, Jeollanam, Gyeongsangbuk, Gyeongsangnam, and Jeju) areas.
The ICD-10 codes were used to identify the past medical histories. For a precise diagnosis, participants who were treated ≥2 times for hypertension (I10 and I15), diabetes (E10-E14), and dyslipidemia (E78) were included in these categories. Ischemic heart disease (I24 and I25) and cerebral stroke (I60-I66) were included if the participants were treated ≥1 time.
Statistical analyses. An unconditional logistic regression analysis was conducted to analyze the ORs for
GERD in the patients with depression in study I. Another unconditional logistic regression analysis was conducted to analyze the ORs for depression in patients with GERD in study II. Crude (simple) and adjusted (age, sex, income, region of residence, and histories of hypertension, diabetes, dyslipidemia, ischemic heart disease, and cerebral stroke) models were employed, and 95% CIs were determined.
Subgroup analyses were performed according to age and sex (<40 years old, 40-59 years old, and ≥60 years old; men and women).
Two-tailed analyses were used, and P values less than 0.05 were defined as indicating a statistically significant difference. The SPSS v. 22.0 software was used for statistical analyses (IBM, Armonk, NY, USA). 
